TOUGHR®_45 WP
CFR_40 SECTION 158 DATA REQUIREMENTS
SUMMARY_ OF STATUS

0-1 6b61-1 to &4-1, PRODUCT CHEMISTRY:

Please Note: In response to a letter from Gilmore, July 14, 1987,
requesting the status of Section 158.120 Product Chemistry for
both  ‘Taugh®™ 3,75 EC  .and - Tough®™ 435 WP the Agency confirmed in
their letter of October 1, 1987 that the only comments by the
reviewing branches concerned the original Confidential Statement
of Formula for Tough™ 45 WP and one of the 1inert ingredients in
that formulation. Those concerns have been resolved and it 1s now
assumed by the registrant that all requirements for Product
Chemistry are satisfied for both products.

0-2 . 81=1, -ACUTE ORAL L D50, RATl:

Two studies utilizing Pyridate technical as the test article were
submitted 1/17/85. The studies, accession number 73280, were
reviewnrd and c«classified as core guideline on 2/12/84. The

resulting LDSO's were: 1.) for Pyridate Technical: Males - 5993
mg/kg; Females - 3544 mg/kg; Baoth sexes - 4690 mg/kg, 2.) for
Tough® 45 WP: Males - 2205 mg/kgs:  Females -~ 2377 .mg/lZkg:. both

sexen —~ 2330 mg/kg.

0-3__B1-2, ACUTE DERMAL_ LDSO, RABBIT:

™o following acute dermal tYoxicily studies were submitted by the
registr antaan  Jangarvy. 17, 1986

1. ACUTE DERMAL TOXICITY (LDSO) STUDY WITH PYRIDATE TECHNICAL IN
RABBITS, Praject 937001, RCC, Octebey ‘19,1984,

Based on the observations the LDSO for Pyridate technical in
rabbilts was determined to be > 2000 mg/kg.

2. ACUTE DERMAL TOXICITY (LDSO) STUDY WITH LENTAGRAN WP (Tough™
45 WP) IN RABBITS, Project 036988, RCC, November 19,1984,

Based on the observations the LDSO dermal for the test article
was determined to be > 2000 mg/kg.

The studies were assigned accession numher 73280, reviewed by the
Agency on February 12, 19846, and classified as Core-Guicdeline.

D-4 _B81-3, ACUTE INHALATION LCSO, RAT:
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The follawing acute inhalatior studies were submitted by the
registrant on January 23, 1984:

1. ACUTE INHALATION TOXICITY IN RATS, 4-HOUR EXPOSURE TO THE_ DUST
OF _CL _11.344 WP (Tough® 45 WP), LNZ 24/78B&8B2, Huntingdon Researah
Centre. July 20, 1278,

Rats were exposed to a maximum attainable level of the dust of
Tough™ 43 WP (2.14 g/cubic meter) for a single pericd of & hours.
On this basis it was calculated that acute inhalation exposure to
Tough™ 45 WP would present little hazard.

2. FOUR__HOUR AEROSOL _ INHALATION TOXICITY STUDY (LCSQ) WITH
PYRIDATE TECHNICAL IN RATS, Project 014255, RCC, May 1983,

The acute 4-hour inhalation toxicity of Pyridate technical in
rats of both sexes observed over a period of 14 days was
estimated to be >4370 mg/cbm air. Due to technical difficulties.
the exposure to a higher concentration was not possible.

The studies were assigned accession number 732B0, reviewed on
February 12, 1986 and classified as Core-Minimum.

0-5_ B81-4 PRIMARY EYE IRRITATION, RABBIT:

The original submission by the registrant was made on January 23,
1984. The study submitted was:

IRRITANT EFFECTS OF CL_ 11.344/6%9 WP 50 (Tough® 45 WP) ON RABBIT
EYE MUCOSA. Kynach, 9., Huntingdon Research Centre, Mareh [
L 7Bs

The conclusion from the study was that the compound gave a
positive test for eye irrkrtation, according to the definition
given in  the Code of Federal Regulations. The eyes of all s
animals were normal by day seven.

The study was assigned accession number 72340, reviewed, and
classified as Core—-minimum on June 9, 1986.

0-6 B81-5 PRIMARY DERMAL IRRITATION:

On January 23,1984 the following study was submitted by the
registrant:

IRRITANT EFFECTS OF CL 11.344/46%9/WP_ S0 (Tough™ 45 WP) ON RABBIT
SKIN, Study number B8906/22D/78, S. Kynock, Huntingdon Research
Centre, June 28,1978.

The results indicated that none of the animals showed anv
observable response to treatment throughout the 72 hour
observation period. The primary irritation index was calculated




as 0. Tough®™ 45 WP is not considered to be an irritant to rahbit
skin.

Upon review of additional data the study was classified as Core-
Minimum by the Agency on June 9, 1986.

0-7 81-6, DERMAL SENSITIZATION:

.A total of 4 dermal sensitization studies have been conducted on
Pyridate compounds and formulations: 1) purified Pyridate, &)
Pyridate technical, 3) Tough®™ 435 WP, and &) Tough™ 3.75 EC. The
recsults of each study indicated that Pyridate and formulations of
Pvridate are <eensitizers in albino gquinea-pigs. The statement
"This product may cause sensitization in some individuals" will
be added to the label.

0-8 B82-1, 90 DAY FEEDING, RAT:

The original study submi tted 1/23/84 was classified ao
supplemental. The study was re-run and submitted 4/&/87. Upon
review the new study was classified as core gquideline, MRID
number 401574010 ¢ with NOEL of 6€.35 mg/llkg/lday and ' an LELY of 172
mqg/kg/day.

0-9__82-1, 90 DAY FEEDING, DOG:

The original study was submitted to the Agency on 1/23/84. It was
reviewed and classified as core supplemental an B 3/20/86,
Additional data was submitted and reviewed on 8/20/8&4&, bul was
insufficient to re-classify the study. The study was re-run and
submitted to the Agency on 2/27/87. MRID number 40101604 was
assigned and the new study was reviewed and classified as core
quideline on 7/14/87.

0-10 B83-1, Chronic Feeding, Rat:

The original study, submitted 1/23/B4, accession number 72342,
was reviewed and classified as core supplemental by the agency an
7/8/86. The deficiencies were addressed in a supplemental data
package which was submitted to the Agency an 12/23/87. The
supplemental data addresses all of the deficiencies liasted in the
review of &/2%9/86 and is believed by the registrant tu be
sufficient to re-classify the study.

0-11 B83-1, Chronic Feeding, Dog:

The original study, submitted 1/23/84, accession number 72344,
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was reviewed by the Agency and classified as 1invalid on 4/15/86.
After careful review the registrant agrees with the Agency's
findings. A new 12-month dog study was initiated on 8/11/87 and
is now running at Hazleton Laboratory, Vienna, Virginia. The
final report is due 3/89. An interim report can be made availlable
to the Agency, 1f desired.

0-12  B83-2, Oncogenicity., Rat:

The original study was submitted to the Agency on 1/23/84, and
assigned accession number 72343. The oncogenicity and chronic
feeding, rat, was a combined study. Please see comments on the
chronic feeding rat study as they relate to both.

0-13__B83-2, Oncogenicity, Mouse:

The original study was submitted 1/23/84. It was assigned
accession number 72346, reviewed, and classified as supplemental
by the Agency on 10/5/86. 1t was indicated that the <study could
be upgraded to corve-minimum 1f listed deficiencies were resolved.
TNO Laboratories, the original producer of the study, 1%
currently preparing supplemental data to address the indicated
deficiencies. The expected completion date 1s 2/88.

0-14 B83-3 Teratogenicity, Rat:

The original study, submitted 1/23/B4 was reviewed by the Agency
and classified as core-supplemental on $5/18/84. Additional data
was submitted but was rot sufficient to re-classify to zore-
minimum. The study was re-run and submitted S5/846 for review. Jt
was assigned accession number 262546 and classified as core-
guideline in the Agency's review of 8/20/86.

=15 83-3, Terategenicity, Rabbit:

The original study was submitted on 1/23/84. It was assigned
accession number 72348, reviewed and classified as core-
supplemental by the Agency on 12/5/846. A second study, accessinn
no 2599248, was submitted 10/14/8S. It was reviewed &/%/86 and
also classified as core-supplemental. A third study, started fall
1987, was submitted to the Agency aon 12/14/87. This study
demonstrates maternal toxicity and has a NOEL of 150 mg/kg/day
and an LEI. of 300 mg/kg/day. There were no observed compound
related teratogenic effects.

0-16 B83-4, Multigeneration reproduction, Rat:

The original study was submitted to the Agency an 1/23/84. 1t was
reviewed, assigned accession number 72347 and classified as core-
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supplemental on 12/5/86. The Agency indicated in the review that
the study could be up-graded to core-minimum if deficiencies were
corrected. The originator of the study, TNO, Netherlands,
currently is preparing a response. Supplemental infarmation will
be avai1lable 2/88.

0-17 B84-2, Battery of Mutagenicity Tests:

Gilmore submitted a battery of 6 mutagenicity tests on 1/23/84 to
catisty the mutagenicity testing requirement.In their review af
3714784, accession number 72348, the Agency found all but one of
the stuadies unacceptable and recommended repeating the others.
Gilmore has conducted additional studies and has satisfied the
requirements of Gene  Mutation, and Structural Chromosomal
Aberrration groups. A new Bacillus subtilis study intended for the
Other GCenotoxic Effects group was rejected for failure to show
toxicity. This was caused by the limited solubility of the
compaound. A new study is curvently underway at Harletcn
Laboratories, Netherlands, using a modified protocol with
cuspension technique. This study will be completed Decemher 1987
with the final report submitted 1/88. The study will meet EPA
requirements. .

It should be pointed out that even though some of the
mutagenicity tests did not meet EPA's strict guidelines, none
demonstrated any evidence of a mutagenic effect. This fact was
commented wupon by Dr. David Brusick, Hazleton Laboratories, a
recogn swed authority on mutagenic effects, In  a submission by
Gilmare to the NAgency on 9/19/86.




0-19 71-1, Avian Oral . DSQO, Bobwhite:

The original study was submitted to the Agerncy on 1/23/B4. 1t was
assi1gned accession number 72350 and reviewed on 9/30/8%. The
study was found unacceptable. A new study was commissioned and
the final report received S/72/84. It was submi ed to the Agency
an 10/9/86. Additional copies of the study were r1equested by the
Agency on 10/1/87. Acknowledgement of the additionual capies was
made an  1G/21/87 and MRID number 40373201 was assi1gned. An
expedited review has been promised by the Agency.lL should be
noted that the results of the second study, LDSO = 1023 - 1577
mg/ky (95% confidence limits) were well within the results of the
original-stady of LDS0 = 1503 '‘mglkg ' (1204 = 1803 mg/kg, 25%
confidence limits).

0-20  71-2, Avian Dietary LCS0O, Mallard Duck and Bobwhite:

The following two studies were submitted Lo Lthe Agency on
1/23/8B4:

l. A_DIETARY LCSO STUDY IN THE BOBWHITE WITH PYRIDATE, Project No
1920-101, J. Beavers, Wildlife International, 1984.

The dietary LCSO value of Pyridate in the bobwhite was determined
by inspection to be greater than S000 ppm.

2. A__DIETARY _LCSO _STUDY IN THE MALLARD WITH PYRIDATE, Project
120-100, J. Beavers, Wildlife International, 17284.

The dietary LCS50 value of Pyridate in the Mallard was deotermined
by inspection to bwe greater than 5000 ppm.

The <tudies were assigned accession number 72350, reviewed an
September 30, 1905, and accepted as fulfilling the requirement
for Avian LDSO in wild waterfowl and upland fowl species.

0-21 71-4, Avian Reproduction, Mallard Duck and Bobwhite:

The final reparts for bonth studies have been received and are a
part of this registration submission.
The results show that for the bobwhite there were no treatment

related effects upon adult birds exposed to dietary
concentrationas of 256, 6640 or 1600 parts per million (ppm)
Pyridate technical. No treatment related effects upon
reproductive performance were noted. The no-observed-effect

concentration for bobwhite in the study was 1600 ppm, the highest
level tested.

For the mallard duck there were no overt signs of toxicity or
mortalities among adult birds e:xposed to dietary concentrations
of 256, &LOO or 1600 ppm Pyridate technical. No treatment related
effects upon reproductive parameters were noted at 256 or 600 ppm
concentrations. While not statistically siqnificant, there
appeared to be a slight reduction in hatchability at the 1600 ppm
concentration. The no-observed-effect concentration for mallards
in the study was greater than 640 but less than or equal to 1600
Ppm.




72-1, Freshwater Fish LCS0, Rainbow Trou

g o)

The following 2 studies were submitted to the Agency on Octoner
158

1. ACUTE TOXICITY OF PYRIDATE TECHNICAL TO RAINBOW _ 4
Bowman, Study number 34819, Analytical Bio
Laboratories . Inei ' Acagust 2&,: [986.

Results of the study indicated that thee d 56 kD oL was: >L.2

BiEm.

2. ACUTE ~ID IETTY "OF . BYRIDATE- TECHNICAL . TO BLUEGTER  SUNETSH. J.i

('\

E:;w;nan,
5boratc;iea, Inc. , August . 26, 1986 .
Resulte of the study indicated that the LCS5O to blumsgill was *C.

ppm.

The studies were assigrnaed accession numbers 2485581 and 263682 and
reviewed by the Agency on January S, 1987. The studies were
ccepted as fulftilling guideline requirements for warnwate: anag
cocldwater ftiash.
0-23  7e-1, Acute LC50, Daphnia:
& following study was submitted to the Agency on 1L/22/84:
OF PYRIDATE TECHNICAL TO DAPHNIA MAGNA, ~
H HFT, J.l, P L =

Tne rasul b g fe BemeSie TR iy © oo RERes eaC Tehe LR R T O et Al

48 haur ewposure of Daphnia magha to Pyridate technical

ppm with a 29% onfidence anterval af. .02 D armes e L
and LCBG avre estimated to be 0.81 and 1.45 ppm respectively.

he study was ssw1gned acceEssioan number 72350, reviewed, T
classifi1ed as supplemental on May 18, 1984.

With the submissian of additional data, accession numher So4ElY,
the study was reviewed by Daniel Rieder on APk SR T E T
upgraded Trom supplementary Lo core-guideline.
G-24 ' 72-3, Acute LESO, Marine Fish:

fhe cstudy was submitted to the Agercy on Naovemher 29,1984. 1t was
assigned accession aumboer 723281 and reviewad B R sl 2 | ol I 2 W
he study was found not scientifically sound because the test
essals were agltated amd not analyzed. The main concern was that
1. tne compound was vaolatile it would be lost from the vessels

LpoO agiration. N discussion with the Agency indicated that if

1
can be shown that the compound was not volatile the study couls

udy number 34303, Analytical Bio~Chemisti




prcbably be salvaged.

A new estudy was conducted to show the volatility and soiubillity
of Pvridate in sea water. The test vessels were of the same <3 ..
af these used 1n the original test and wer e agitated in the sana

manner. Th2 solubility of Pyridate in ses water is approximately

GU3 ppm . ati20 | degrees B The solutions never reached constant
equilibrium because of two competing factors: 1) adsorgtion Gt
Pyridate to the glass walls of the containers, and 2 hydirolysis

ot Pyridate to CL-9673. However, the material balance of greate

than 9&6% clearly indicates no volatilization of Pyvridate. It is
alsc clear that at an attempted target of 1000 ppm, the highect
test concentration, the fish were exposed to a saturated
solation of Pyridate. There were no fatalitiese at any of the tes:
concentrations, 1ncluding 1000 ppm.

e segpVEia® - EBhve Yetady, - SORUBILTTY: AND VOLATIETTY STUDY Ok 148
BYRIDATE INLISEA WATER Y "Progec bl 87282 “Fonyl . Zobmery Chamia, Lidz,

Oectober 1, 1982, 1s enclosed with this siibmission.

0-25 72-3, Acute LD.. Embryo-larvae:

Study submitted 8 14/8B7. Received by the agency and assigned
MRID No. 403G3801. Study currently under review.

0-26 72-3, Acute LCuo Marine shrimps

Study submi tted V1 /2R /A 8G. Assigned ACCEess 1O by 7328 1
Approved by the agency 4/29/85. LD v = 4ppmod 3983 0100 consi dered

moderately toxic to marine shiimp.

O-—a7. 141=-01,s6cute contact honey bee:

LLDe.o, hoviey bee =tudy submitted to the agency 10459 /86. Agdzitioal
coplies were requested 10/1/87. Study resubmitted LG/ 8875 The

agency acknowledged receipt of the second submission and assigned
MRID No. 40373202. The study is currently in scientific review.

=28 1712, Ebemilcal Identityvs

Pleaze see 6l-1 and &61-3, Product Chemistiy.

171-3, Directions for use:

A label was submitted in the original.data pachkage of 1/23/84,
NCCceEssion  nNumbe FEIOE However , - new updated labels are

submi tted with this application.




L=

1O

L

air e
the
ol 5 1 b
ana

0-3

3

i
103/

G

a5 ¢
the
wWda s
A e
reg
Lines

na j

1

studlies
tnas-proauct

SECessS1E1an 1

nt metabolicen

istration for
o L S

abolism studies:

wer e
an

;

METABOLISM OF PYRIDATE AND

CL-9673 IN BROCCOLI.

SURPOo o

numibh e

Howeve:

2.5 L CH

.

METABOLISM OF PYRIDATE AND

CL-9673 IN PEANUTS.

METABOLISM OF PYRIDATE AND

complete and final repor ts
(@ January ) 198
that the rmpounds

hydrolyeis product

week ¢yt
3 1 mm

its

af

el

G

_171-4, Residue Analytical

tox

-9

CL=-9673 IN CORN.

submitted oL

resuits

be
The

~
J

wilill

8.

F Sl

(i tudies

y +
=2\

iee lodgarcal < 16
.

i

Method:

Lthe
ads

L,

subimlr=£s
The

original data

T E DO el data
5 1id accepted 1n Barbus'

(= G

< 10N

e A8

rently

red =

=Y metho

MRID

danal b ] 1

i

anda asSs 1 gned i

under review.

Submlisslon wWas
v )1
i additional
S/ BS
conc iuded ff i
Aty

11al

L

]

essic number 723ES

‘]1 .
A B

i
asked

ttead on

and
the

occcuwrired

that

wowld

bmi

assi

a7 -4
i Ga

YN

fors e 10 residues
but

producing

S 0%

idicated

AT Tk Y T S

ted
C Ol

e

ad
W

cConauc

for

253
LCINGg areas; in

i Live fedie s portitons ok

s currently under way.

the

£ ant's
to

the
petitions=d
directions.

Op1il
t
when

registr
sSupport position

Crops

I T

By

171-4, Magnitude of residues, crops:

—_ > 1 “'T:« ')
of 1 20037 e bhay

QT
he

Wd < Citam

2SS 1 g-Ae
eview of- 10 A/ 859,
d
wumboen

wWo sz

0374601 . i e me bt o

made
Upan

to the
review
'he
eSS LG
CTY A
harves
additiona

be requestead

A :
l"‘.,_’- ~
3t csubhbmissLon

tdata

The

tdue

Ly e {0

i B

add usiramnal

numb e

data. 2
agned  ac P*?

La
at

as 1ndicated
B Trie Agenc
-

4

dat

y accepted

resiaue ST

ditian studiles firom

heat,

thesae

]
cabbage, alfalfa,

studies

i A

%

= G it

that
NG

on sufficient

hat residues

application made

L5

Ued i s

1

wit



Droposes a tolerance of 0.03ppm on all RAC's and feed Trae

peing propoced because there are no detectable residuae =

RAC's above the level of detectiorr for the latest analytical

method, which i1is 0.03ppm.

0-34 171-7, Reasonable grounds for support:

Reasonabile grounds faor suppor t are contained T the el ysedd

bernefits package.

0=35 - 171-13, Analytical standards:

Urilabeled PAI has been submitted to EPA Labs, Beltsville, and EFA

b'p iLOﬁ;, R Samples of radio labeled aralytic gvad
stangards will be provided upon request

g=36

Tol-13" Hydrolysis:

The original SUbDiMI=s1on was  made to the Agency onlil/Z2308%"
study, DETERMINATION OF THE HYDRDLYSIS k- PMREGOSE Gk
IN WATER AS A FUNCTION OF PH, A Zohner,ct al, Repoey |
September 1981 vias assigned accession aumber eI and = 1Ee
o -eod el 7 B%. The study was accepted ae satisfying the
L TR MRS

0-37 161-2, Photodegradation Water:

The original study was submitted to phe: Bgencyr s gn 1 483
assigned accession pnumber  7e23be5. In their letter of 10/1
Agenc y regues ted additional “apies of the study whiict
submittad by the rregistirant on 10/08/87. MRID number ¢
was assigned and the study 1s currently under review.

0-38 161-3, Photodegradation So
The Qiri1ginal study was submi
ACTESS 10N viumb e 73283 and o
Deficiencies war e determi nea
deficiencies are addressed 1

S 100

submi s

162-1 Aerobic Soil Metabol

The original study was  submi
O o Y 1O, umb e e b el T v fou
Agency 's raview of S5/10/64. ot

0ilz:

tted T A2 8% . It was assigned

eviewed by the Agency 1 559086,
to exist and were listed. All

a repor that i1s raeltbdéed 2n thi
1sm:

ttedd 142306 . ek wat 1SS 1 grned

6d to contesin defiviencies in the
WAas replaced By 3 1A Crrar




673, _B_QL-_I_TE
OF 1&EC-PYRIDATE, "IN “"SOTL Repor bt Na® B32, submli tted 25/ 86N
Accession o 261827 was assigned and the new study wacs a:ceptﬁd
by the Agency a5 Tud £ 01 ngs s, the aerobic so0il wmetaboliam

reguiremerit.

AEROBIC SOIL METABOLISM STUDY OF 14C-CL9673, THE MAIN METf
3

0-40 162-2, Anaerobic Soil Metabolism:

A new study ANAEROBIC SOIL METABOLISM STUDY OF 14C-CL9673, THE
HYDROLYZATION PRODUCT OF 14C-PYRIDATE, has been completed and 1s

a part of this submission.

0-41 163-1, Leaching and Adsorption/Desaorption:

Gilmore submi tted four studies to the Agency an 2/25/8B6
Accession number 24618B27 was assigned to the data and L was

1
reviewed by the Agency on 5/13/86. The studies were aceeptea. but

additicnal data was requaested. After an extensive veview of
existing and new data, the registirant believes suffic.ient date

has been submitted to satisfy this requirement. A reguest to the
% g
Agency to reconsider the data 1s a part of this submission

Q-42 164-1, Soil Dissipation, Field:
- 5011l dissipation studies conducted in different geographi

f the country have been caompleted. Fimnal report=s on those
studies are a part of this submission.

0-43 165-1, Confined Rotational Crops:

The soriginal data submission, submitted 1/23/84, was assigned
accession number 72332 and reviewed by the Agency S/21/84. The
study was rejected because it was conducted in foreign soil. A
second study, CONFINED ACCUMULATION STUDIES ON ROTATIONAL CROPS
WITH 14C-PYRIDATE, A Zohner, July 1985, was assigned accessio
numher £64980 and reviewed by the Agency on 12/24/B6. It was als

rejec ted.

A request ta have the Agency reconsider the data 1s incluaedad i
this submission. The registrant feels the data contains
zufticrent information to satisfy the Agency's concerns

0-44 1652, . Rotational Crops; Field:

Based on the confined rotational crop data the registrant feeils
thalt there 1< e need for. field votatiogdal data.iforaguest o the
Agency to wailve this requirement has been prepared and 1< a part
af this submission.




0-45 165-4, Accumulation in Fishs

The original study was submitted 1/17/85, and assigned ccoess i
number 73283. It was acceptea by the Agency as satics
reguirement on 2/11/885. Please note, a BCF of 4&4 in

was raeferenced NG R Gyt ayliage!l e lletter of approval o

However, this 1s an error as the study author 1naicated




